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Applicants' Amendment filed December 8, 2003 and response to the request for 
an election of species is acknowledged. Applicants have elected the species recited in 
claim 8, all quinoxaline compounds. Further, claims 17-23 are canceled. Claims 1-16 
are presented. 

Accordingly, claims 7 and 10 are withdrawn from consideration by the Examiner, 
37 CFR 1.142(b), as directed to non-elected inventions. The subject matter presently 
under consideration are those pharmaceutical conjugates of claims 1-6, 8, 9 and 11-16, 
wherein the therapeutic component is a quinoxaline compound of instant claim 8. 

Two Information Disclosure Statements filed December 14, 2001 and May 5, 
2003, respectively, are acknowledged. The references have been reviewed to the 
extent each is presented in the English language. 

Applicants are requested to send a list of co-pending or related applications 
when responding to this Office Action. 

Claims 1-6, 8, 9 and 11-16 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which Applicants regard as the invention. 

The term "general" in the description of formula A has no probative value. 
Clarification is required. 

Claims 1-6, 8, 9 and 11-16 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. The claims are directed to 
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pharmaceutical conjugates comprising a quinoxaline compound of instant claim 8, an 
efficacy enhancing component of formula A that is, for example, memantine, wherein 
any of the R terms may be a C1-C10 hydrocarbon. Further, claim 14 requires the 
pharmaceutical conjugate to have an aqueous solubility and a partition coefficient 
and/or an affinity for melanin that is greater relative to a compound comprising the same 
therapeutic component that is not joined to an efficacy enhancing component. The 
specification provides support for various pharmaceutical conjugates none of which 
comprise a quinoxaline compound of instant claim 8, an R term that is a C1-C10 
hydrocarbon nor data to support an aqueous solubility and a partition coefficient and/or 
an affinity for melanin that is greater relative to a compound comprising the same 
therapeutic component that is not joined to an efficacy enhancing component. 

Attention is directed to In re Wands , 8 USPQ2d 1400 where the court set forth 
factors to consider when assessing whether or not a disclosure would require undue 
experimentation. These factors are: 

1) the quantity of experimentation necessary 

2) the amount of direction or guidance provided 

3) the presence or absence of working examples 

4) the nature of the invention 

5) the state of the art 

6) the relative skill of those in the art 

7) the predictability of the art and 

8) the breadth of the claims. 
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The instant specification fails to provide guidance that would allow the skilled 
artisan background sufficient to practice the instant invention without resorting to undue 
experimentation in view of further discussion below. 

The nature of the invention, state of the prior art, relative skill of those in the art 
and the predictability of the art 

The claimed invention relates to pharmaceutical conjugates comprising a 
quinoxaline compound of instant claim 8 and an efficacy enhancing component of 
formula A that is, for example, memantine. The recitation "hydrocarbon" encompasses 
any aliphatic or cyclic compound exclusively consisting of carbon and hydrogen. 

The relative skill of those in the art is generally that of a Ph.D. or M.D. with 
expertise in the field of ophthalmology. 

Each particular therapeutic component has its own specific characteristics and 
physical/chemical properties. The broad recitation "a pharmaceutical conjugate 
comprising a therapeutic component and an efficacy enhancing component" is inclusive 
of a plethora of diverse compounds. 

It is clear the art to which the present invention relates is highly unpredictable 
and unreliable with respect to conclusions drawn from laboratory data extrapolated to 
clinical efficacy. 

The breadth of the claims 

The claims are very broad and inclusive of any therapeutic component in any 
dosage form. 
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The amount of direction or guidance provided and the presence or absence of 
working examples 

The working examples are limited to conjugates of bromonidine, insulin-like 
growth factor-1, ketoconazole, ciloxan and ganciclovir, all of which are ophthalmic 
drops. Preparation of the elected species is not disclosed. 

The guantitv of experimentation necessary 

Applicants have failed to provide guidance as to which particular dosage forms of 
a conjugate of a quinoxaline compound of instant claim 8 and an efficacy enhancing 
component of formula A that is, for example, memantine, are contemplated, particularly 
in view of the requirement of the pharmaceutical conjugate to have an aqueous 
solubility and a partition coefficient and/or an affinity for melanin that is greater relative 
to a compound comprising the same therapeutic component that is not joined to an 
efficacy enhancing component. The skilled artisan in formulation chemistry would 
expect the combination of a particular therapeutic component and efficacy enhancing 
component in a conjugate formulation to be very specific absent a clear understanding 
of the structural and biochemical basis for each agent. The instant specification sets 
forth no such understanding nor any criteria for extrapolating beyond the combinations 
set forth in the Examples. Even for the combinations set forth, no direction is provided 
to prepare specifically a quinoxaline conjugate. One skilled in the ophthalmology art is 
provided no clear guidance as to the preparation of the elected species in a specific 
dosage form from among the many combinations of agents which are therapeutic and 
efficacy enhancing components. Since each prospective embodiment, as well as future 
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embodiments as the art progresses, would have to be empirically tested, undue 
experimentation would be required to prepare the invention as it is claimed in its current 
scope. The specification provides inadequate guidance to do otherwise. 

Claim 8 is rejected under 35 U.S.C. 1 12, both first and second paragraphs, as 
the claimed invention is not described in such full, clear, concise and exact terms as to 
enable any person skilled in the art to make the invention, and for failing to particularly 
point out and distinctly claim the subject matter that Applicants regard as the invention. 

Applicants fail to particularly point out the definition of "derivatives" of the recited 
quinoxaline compounds. The metes and bounds of "derivatives" cannot be precisely 
determined. Numerous compounds that lack enablement and an adequate teaching as 
to how to prepare them are encompassed in the claim. Undue experimentation would 
be required to embrace the scope of the claims. Applicants should recite those 
derivatives contemplated. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-6, 8, 9, 11-13, 15 and 16 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over both Desantis, L, US 2001/0047012, and Collins et al., WO 
01/92288. 

Desantis teaches combination therapy for treating glaucoma comprising 
administering a glutamate antagonist and an intraocular pressure-lowering compound. 
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Brimonidine, 5-bromo-N-(4,5-dihydro-1 H-imidazole-2-yl)-6-quinoxalinamine, a 
compound of instant claim 8, is a preferred intraocular pressure-lowering compound and 
memantine is a well established glutamate antagonist. See page 2, paragraphs [0018] 
and [0023]. Application to the eye encompasses topical administration. Collins teaches 
various pharmaceutical conjugates comprising a bioactive agent that is covalently 
bound directly or indirectly to a linker. Efficacy enhancing components of formula A are 
disclosed on page 92. Therefore, in view of the combined teachings of Desantis and 
Collins, one skilled in the art of formulation chemistry who seeks a pharmaceutical 
conjugate comprising a therapeutic component and an efficacy enhancing component of 
instant formula A would have been motivated to prepare a formulation comprising two 
known therapeutically effective ophthalmic agents in a formulation that is a conjugate to 
treat ocular pathologies. Such would have been obvious in the absence of evidence to 
the contrary because 1-aminoadamantane analogues such as memantine are 
established in the prior art as useful agents for conjugation with poorly soluble drugs. 
Such conjugates provide chemical stability and are known to dissociate under 
physiological conditions. Desantis establishes a therapeutic advantage of combining 
known ophthalmic drugs such as memantine and brimonidine. Collins teaches 
pharmaceutical conjugates with a low molecular weight linker to which a bioactive agent 
may be covalently bound. A conjugate in the form of a salt would reasonably be 
expected with modification of the pH. 
No claim is allowed. 
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Any inquiry concerning this communication should be directed to Phyllis G. 



Spivack at telephone number 571-272-0585. 
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